1.4-fold higher PEP concentration in the culture medium was required for the resistant cells in comparison to the sensitive cells. Since the degree of PEP resistance was 7.7-fold, the BLMresistance may not be solely due to the decreased drug uptake. Nevertheless, the resistance is partly due to the To determine whether the lowered cellular uptake of [3H]PEP in the resistant cells was attributed to increased rate of [3H]PEP efflux, the efflux of [3H]PEP from the cells was examined, following the method previously described1^.
Cells (106/ml) were incubated with
[3H]PEP (0.9^g/ml) for 30 minutes at 37°C in the culture medium. Then a part of the cells was sedimented for determining the radioactivity incorporated as described above. The residual cells were washed 3 times by centrifugation, resuspended in the fresh medium (106/ml), and incubated for 30 minutes at 37°C. The radioactivity remaining in the cells, before and after incubation, was analyzed as described above.
The results are shown in Fig. 3 
